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(54) BgW©^*] AJt^ffiSO 
(57) [Sti] 

MM] Tte-ffi#Mfc 1 T'Si£*U>*-' W-^>B£i: h 

BtffiSl«*fctt28JaJ:i:, T^tVttffiBSStHB 
(0 1 9 * fctt 2 «2Lt fc. T-3j- yttffBRSffiWiaf 

COOH 

H t HH t P^ ^-C-O-^^-OH 

IMS) yyf-i/^fch^+^ABWXX^A* 



(2) 



^¥7-206624 



x'^Hzmmw^^h m&m\<r> 1 a* fz\t 2 

[ft 13 



COOH 



H t NH 



^*^JtT-2 0 : lftV^Ll : 2 0X'hh^^<T) 

msm i rase 3mm.nft.mmm. 

•&a 5 #?jfei o : i=5:v%li : i ox-foh¥i&m-%<n 
[IS*«6] yy^^ymb yj**yrJ±&<r>2.*T)V 

[fi*Jg7] yyf-^ygst h5W^i«XXf/l' 
ftfeitf* <r>^<r>'yts:< bi> imV±<VR-£mt)K &JS 

^ffl^**. o. oo \-2omM%X'hhzt^m 



[fiW<JS8] yyf-^vKfc b7**^Ktf>xx-f^ 
^fflffJ^M*. 0. l~7S»%T-?)Swi:$r1*8lti:-r 

h¥mn $<7)WM% i 6 mimv&mmm. 

[0001] 

frt>m\ftiz> imzwt2mv±?>m&.®witzis#>& 

fzMz. m.<&W1Sm\<r)%$)mtLXT-*y&R 



mmx'tt^Mzmmm? z^h%m&&m> 1 a* 
tM2mu±.t*ttti&m>>mmzm?z>. 

[0002] 

ts-^&iJKctsjrF, mft. imftwiks-. mm 
^n&ftnttm^&s-m&'fihixx a o . +-c i. *£□ 

m { inmffl*fizfffwi(r>tmiz& o -eo^^ 5 z t 

tz. &*ZV£o*Mttm*XA£&%i-Z>tzMzm& 

mizxmmmwmmnxzx^z,. l*u z 
mzffist izb t^mzfshixx \^h. *<o£o%m 

[0003] 

SWRtflBx. *>o3c^:14, &m&<r)£X%ffi&.X'% h& 

mmmx-frrmzgrn®? m-rhRm%mico i 
mitn£2ma±.tzyyi-i'>Wik bjttVJ&n 

xXTJi&tsZVZn&ZR^&ZblzZ:') , y>-t^ 
[0004] 

[ggS5:»^-ri»^^S] Ttfr^&tWM&R 
1 tt. TieHK5tft2 t*^$fi-i.^^x>8fc h 7* 

*L*l8*fctt2Wa±i:. 7x*ytt#ffivSttSiJ01 
a^3t»i2ffltilhi:. rx^yttlftBvSttS'lWC^ 



(3) 



ttBH¥7-2 0 66 24 



Hfc2] 



COOH 



iC -<^)Xo^Q-OH 



HjNH 



[0005] ttWrtn&A 2<i, 7-*vtt#ffiiStt 
s. *^«oif«3S3<i. 7x*yttW£tt»i-T' 

^Frt tram* WHiSfflW 7 5 y Y 

m^mmw*ix'*>mim$e>mm i mt m 

2 0 : l&^Ll : 2 0X'h£>mm*<V&Wm 1 Wb 
JfrCl 0 : : 1 OffcS^ffti^KH^l 

tf-eoJg*^ 2- (h5yx-4-Tsy^^;^^o 

0. 0 0 1~2 0«4%T'J>l>.ri:S:#gi2: 

mcofoismm'bi. 

[0006] OTs *^^tij£t^v^i¥^-i. . ± 

*y$*. BSKxxr/ws, 'J y^xxr^Sr^rt 
1 a^fcfi 2«JU±^-t S 7x* yl4#fflvStt3W 

Whtih. /u]sXy®.mm?hhcotLXimwjm* 

•ydry. 3L-T)\,tv\,tfymt5J:XSZ<?>i&. TZSWlk 

mffi&bn&smwm^xy&i&mz . 
yw&ztthi><?>t LxttT>\s*)M\'*ymi&. * 



X.XT-)VZ)V*yffl&. 7fr*ll>7V 
-)\>&i.V7)V*)V J )-? 9vyx)V*yW&. n-Tv 
>vxiv*yw&*i^yyi^&xiv*ywgmz. 

7^*;n8Kii, x-r;n«iais 7/1^7 
D -^x— f /I^Jg . r 5 KBS8?iI^£ , y y&xx 

T-iv&m-$h\><7)tLx\*. 7)v*)vvym&, rs 

Y 'J VS^ . x-r;U U y&ig. 7;P*/1'7 'J -;l/X- 
r^uys^^tf^fc*^*. dft£><9+*^ 
1 82*:«i 2Sm#ffil:t)2fiR$ii!>. ©HZflKi^ 

[ 0 0 0 7 ] -3k 7-*ymm&m]imx'#?fi 

*y\tm%m. ***ymmm#m$:mf hz. 
ttfx-^h. m&!m%i i mtLx\i.i}ivx*i'«.?4 

y. xfr*<?Jy. 7$sii)VXyim. 4 S^/'J 

ymtmz. *wiR®mfflit ixit. 7$y*=* 
^y%*. m *y&Rwmm\ttxu. rnmnv 
ii;-)V7$.Y. #v**is^vymm.7$.Y. 7 
ivAJ-tv7^y^xT>v. ^'j^^xf-^yr^ 
^rsy^Sr. ***y&m&'mi. ixa. m 
ersyJM. 7>^)vmB.7y^^^. Jtmmw. 
ry^-^^ji. eys^-Mg, 4 s^vd^&i?* 

*tfl>.rfc#T-£&. ^;h.£><04>*>£>l82*:tt28& 

y**isYmwmw& l &mt>wzL\\ *wmzh 
wxm^hixi7iyyf^^Yii. &<oi>mmft>ti 

[ 0 0 0 8 ] TH-&3l<t3X'ikfr2ti&7 S y^-> 

kt, ftfr^JfcUTti. ^^^^'J^rsy^dfv- 

H. ^f-^S'J^f-^TSy^^H, i/WV** 
}V7^yit^i^Y. ^f;Uf7'J^7Smy 

^Vf-^l^f^TSy^^H, y7fiK^ 
;l^7 $ y^^f Y » ^ 5 •> y 5 y*^f H=S: 

yh Y 0=% ->xf-;WT 5 y is Y . Tl£— ^ 
iCft 5 $ tU ^ &)V7fo*)Vi£ V H^y^ U 

yrsyjr^^H^f^ff^s. iix^^rsy^r 

[0009] 

[•0:3] 



(4) ftm i 7-206624 



R . 
I 

R 2 - N-0 
I 

R 3 

(st^R, > R ? fi&VRi iirkmrn?® 1 frt> 2 4 8M*fcB»*C7A* 
^S^StMST^'y^^S^*^ R i , Ri \ R 3 ©?-&#£<«fcfc1fctt 

o ) 

[0010] [ft4] 

C H 2 CH, OH 
I 

R - N -» 0 
I 

CH 2 C H 2 OH 

(iCttiRli^3!l/S^»8*Ne. 2 4 ®%®.1tLlz\t$is$L<r>7 )\>* )\>m$>Z>^\*7 )\>>t 
c o o 1 1 ] Hfc5 ] 

C H 3 
I 

R- (OCH, CH 2 ) „ - N — O 

I 

C H 3 

(*4> RlS^^/^^ISt 8 &h 2 4 ©E«$ fc Ii5>®ffl 7 &&&& t\ 14 7 A * 
=A»**taU nil 6 5 ©»»***>*) 



[0012] «^JBV»*7=*>1!MHIfi§ffiHi:T 

wmmknGRBtewa., &mmm# o . o o 1 - 

lOtlXWiU. J:0ff*U<»iO. 0 1~5« 

mi<7)Pfelift=FltX'2 0 : 1=S:V%L1 : 2 0*W4L 
<. $ bliZftt L< {i 1 0 : lfcuLl : 1 OT&I.. 
[0013] Xf-^VMk h 

B©x^-f A*feJ:^-e©«tt, Witf, *©*St:J: 

4. h5**-9-A||©»BttBH»»kUTtt»^o9-f 

#*?4U\ b9*^AK**©*4RiBS*6«^ 
fctt^^o^S/A-***^ $ Ft£©*S£SI£&# 



«CJ:9£oJKItl/Ci>J:vi. yvf-s^vR©* 

§ . xx^;WtftfcK«IBI*«llBK»fc J: 9 BIBS L 
Xi>£\\ 

[0014] Hl<r>%\< LXWmZixttmUtiflilte 
BrS©«k 111, ffilL yvBL ftflyWHK^^MK 
ILK, 

ry^-^A^. v^s^s, #/i-i<"7iJg^ 

[0015] JUWWWfefcfljiWU*. 2 - ( b 7 
yX- 4 - 7 5 Jt+iVls? W\^l/iVf))Vif>.~)V^ 
y) -5-tKo*y£E#iL 2- (hyyx-4- 
TS./X+A'istn^i'ii'tifrX-lVttis) -5- 
tHn*S/3Bft#IHSRtt. 2- (b5yx-4-7$ 
/^f-;U>'7D^v;^;W^-^dr>') -5-tF 
o*y£,t#I?-th'J'72>,. 5- 



(5) 



#68*7-2 0 6624 



[ooi6] **wrfflv^<t*yyf-^y»k h 5* 

ffl#J£M#0. 0 0 1~2 0fi*%. iOiffilXtt 
0. l-7fift%T'J>&. 

[0017] *»iflfc:fi;6*jf ^rara««®ttfiE*-c* 

[0018] *miiz&&&mjm£i&. iM^m. 

ftblXiifV-tVy. ratvy/'jn-;^^® 
r/W3-;w. ss&'^-fy, x??yy. wmm 

ytt^svsttffj, »*. m. m. mmmm. mi 
mm. mmmm. *u-hh. mm. mm. 

[00 19] 

[SUM] JaTfcldtMkiitiWI^WfT****^* 

[0020] Sfizm l F y ^wjfco^y SM-*=* 
( Yyyx-A-<.y : Jm^ : yt)V^~)V7^y^ 

}V*/?u<\**r>il>V#y&) F (6.3g,4 
OmoI ) <7)\0%ymfc1- F 'J «7 J*>mi& (16ml) izKyi? 
frlt^isODVX-MnH F (8.2g,4&molh 10%7j< 

Ufc. *»Tl"«aBJWa. «K£Jil£RJ63Rrt*I8tt 
fcUrtt, l£iP 8 £^JRU:. ^y-tfy-Sifcx-x/PJ: 

(10.7g.iR*92%) 
iH£ 114-116 -C 

[0021] yy+isy&w^yVMk 

m 

( 5 -KyiS)\,** is- 2 - 1 Ko4f y^MI^y ^ 
/H^f/1') yy-f^yK (10g,65miol) 7-fe 

hy<K ^lt*U*>A#4T, Ky&frTarH F (20 
ml , 130mmol ) 1 10B*I§!KJS$ . i" D # f)Vi] y A {CT 

#*H»8U yyfyys^^y^lf* (u.o*. 

JR$83%) 



68.5 -69. OX: 

[0022] -^^3 yyj-isymthyttVJ* 

ivtti/) S-tSK^y^xx-r/i') h^yx-4- 
Kyy'M^ x;wr 5 7 > n'vfr-ty 
tf/MOtt (4.4g,15mmol)£Jg>ftf-*x;P ( 5ml) fcjp 

wazxysftWfiLfoZitfdk. u$3kftiz?8fo^- 

r;K50ml) ?:jDx.«faiUv:a-feMfB?:^J2Uc. £0 
a<aSft««SK^^fil(50il) £gfflJ$J¥T. 5 
-<y5W:t*5'- 2 - t Fo* s^cRSR^y^x 
Xf/l- (3.75g,14.5mmol) b HJxf-/l/75 y U-63g, 
16mmol) S«J»Ufc<e»<y-tfyt8« (60ml) fctfc*fc 

fc h >J xf-;UT 5 y&K&£ h& Lti®. y V tiffr*} 

vMzxftimmL. ?y<f-isywLbh7**iri>ww 

x.XT-)Vfo<r>m& (4.02g.JR*52%) Srftfc,, 

118.5-H9 °C 
[0023] Or&mi yy+isytitkh?**-** 
Koxxr/W 

(2- (h7yx-4-7Sy^f^y?n^y;W 
/l,#x/M-* y ) - 5 - h F n4f ) 5~*> 

Vii'^l/- 2 - ( h ?yx-4 -^yVA'^l/iDV 

$l.fi^yytoXf;l' (l.07g,2mmol)SrKi! (100m 
l)t=»»L. lOXJiyi/V^Sm (l00w)*Jni» S 
ffl. «EKT«fJ!BI5c*ffofc. 8!&»cD*£a { iKiK$ 

T^SrSfeMfB (438 mg, J|K*lOO %) b VXWt. 
M& 196-198.5 X, 

[0024] turn 5 yy^-isym b y 

KoxXT/l^fldfiK£ 

(JSK2- (4-rsy^f-^^D^ d fx;^;w^x 
;W^dfx) -5-bHo*Sdfi£E«) 2- (4-75 
/ ^ 9 D^v* /P^-yl'^-^ ) - 5-t K 
o4fidfet#K (500«)*9%ttW«jS»-x— 

t, yy^vyKth7*^ifAi!^x^f-/t*SKtg 

&efie a B B (420 mg, IR*72%) tLTftit. 
UiA 246.5-248.5 'C 

iH-NMR (DMSO-d 6 .TMS, ppm) 
51. 01—2. 51 (m, 10H. yiXD^-fy 

m) 

82. 66 (d, 2H, J=6. 8Hz, -CH, NH 
i ) 

86. 91 (d, 1H, J = 8. 5Hz, ^y-fe'y^H 
-3) 

8 6. 98 (dd, 1H, J = 2. 9 and8 .5Hz. 



(6) 



#68¥ 7-206624 



6 
9 
0 
1 



528. 
534. 
542. 
544. 
5 117. 
5 120. 
5124. 
5 124. 
5 14 2. 
5 154. 
5165. 
5173. 

mm (%) 

C 1 : 10.75 

9mm (%) 

C 1 : 10.72 
[0025] 



C-5) 
C-6) 



Ky-tfymn-4 ) 

57. 28 (d, 1H, J = 2. 9Hz, ^y-tfygiH 
-6) 

58. 05 (bs, 3H. -NH^.* C 1" ) 

59. 75 (bs, 1H. -OH) 
512. 74 (bs, 1H, -COOHJ 
13C-NMR (DMSO-d 6 , TMS, ppm) 
5 2 7.6 

(v-^o^df^yiiC-2. 

(is7a^yymc-4) 

(-C_H 2 NHj ) 

o «>-e>mc-6) 
o (K>*>ymc-4) 
4 «y-t£>mc-3) 
6 (^y-fc'ygic-i ) 

0 (^V-feVHC-2) 

8 «>*>mc-5) 

6 (xXr^Cj=0) 

7 (-COOH) 
C 15 H 19 N0 5 

C : 54.63 



HC 1 t LX 



H : 6.11 , N : 4.25 



C : 54.62 , H:6.12 , N : 4.22 



£j£0lj6-8 



a&m 2-5 co-frmizw ix w wb^ft £ i fc . 

[0026] &f$.m6 

2 , 5 -yt HDdf y-^lf^y^XXf/l' 

I££ 101.5-103.0 "C 

(1)2- ( h7^-4-7Sy>f/^n^/;|/ 

^Ptfx/M-* v ) - 5 - 1 K ;/£,g.#i 
( 2 ) 7-*yl4#fflvSttS<J (^ue») 
( 3 ) y1t#ffi«tt#]UWT'#?l*lfc 

(4) X?/-A< 

( 5 ) «SS* 

(!!£) (1). (2). (3) £ (4) £i§8?L*!?£ [0030] 

(5) zm\m&b. Kf-ftuc. isii 



[0 0 27] -^fi^ 

5- ( h^yx-4-'<.>'> ? ^dr^;^-;pr5y 
^f-^v-^n^x;^;^-;^^-^) -2-hh'o 

MS no-Hi x: 

[0 0 28] -&f&m8 

im5- ( 4-7 5 J X+lVis? u^^Vijfrifs-iX, 

-2-th'ndfx£,&#& 
mfr 181-185 -c 

'H-NMR (DMSO-d 6> TMS, ppm) 

51. 02-2. 55 (m, 10H, i/fv^y-y 
St) 

52. 68 (t, 2H, J = 5. 9Hz, -CH, NH 
2 ) 

56. 98 (d, 1H, J = 8. 8Hz. <y*>>mn 
-3) 

57. 25 (dd, 1H, J = 2. 9 and8 . 8Hz, 
<y-fe>SH-4 ) 

57. 47 (d, 1H, J = 2. 9Hz, <y4z>Mn 
-6) 

58. 11 (bs, 3H, -NH^ CI" ) 

jimmm c 15 h 19 no 5 • hc i t lx 

f«<I(%) C : 54.63 , H : 6.11 , N : 4.25 , 
C 1 : 10.75 

HaHI(%) C : 54.64 , H : 6.08 , N : 4.22 . 
C 1 : 10.78 

[0029] jggtij&ttfjfill 

xwn&iz^xmiwmmizft^ 



i . 
o. 

o 

20 



0% 
1 

1 
0 



(7) 
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' J kX 7f InJ /O cx.<H1 


' — o ^ at -Jr LfiJ /a pt N1 +2* 7p ^. 7T Tn 


J*c am trt i 


r y ^ *¥ m ax. j v J s **> 


v ^ * )b 7 t T 11 iL 

s s- T IV *\ J J 'J IV 


Hifefll 2 


1 «» ^ * ir flu t^x r \ J S 


'J > Jl/ 'N ^. J|/ 


3 










T * > * * */ K 






7 i V * * i> K 


Jfc8fl 1 







[00 3 1] Jtttffill 

(1) 2- (h7yx-4-TSy^f-^^^o^=Jfx;U 
^l^x/M^v ) - 5 - 1 H ndf y£,&#&igS?tg 

(2) x?y-/U 
( 3 ) fMSS* 

[00323 gl@L 

7->r>tt^iBvS1»IfcJ;^r-*>1t^ffivS1WJJ3h 
ffofc. «:ij-b;^WiteS!t®«2cn 1 2<7)Sit^sr^ 

•te/U£ffl^£, 1 0-1 5^(Om^TV'X'7^XC0 

igmm-kmitw&L. &&-tMzmitz. mm 
m-t>\'mizm\m£2m u ^-br^-iinr/^c 

'J ( p H 7.2) £ 2m 1 Ail, Mffl 
£©^C$fl ! L&* { ^;H&tt£fi&ii4>T'3 2-Ct 
2 4^fS^C^-k7*^-?S?r- , f>'r'J^L, 

sa?sfls^Dvh/77 -f — :cfc nu-tTf-mizim 
ixzizmmmzsMLtz. mmvmm&m (%) t 

[0033] 
[*2] 



1 . 

20. 

m 



o% 
o 





(%) 




1 


3 2.7 


»y 


&ft*J2 


2 6.1 


*y 


£*fc#J3 


19.8 


*y 




12.5 


wy 




13.4 






0 . 8 





[0034]fl2 < k , 5 IH^S: i -5 fc. ^f&W&Efc"® 

[ o o 3 5 ] 1SM^RM^_ 

11 



(Sft) (1) 



(1) C 14 C] 2- (h7^-4-TS/^f-;l'^?o^dr^ 

(2) h'r^KK-th'J^A 
( 3 ) 5>> f-;P^TT U )VT s v * * is V 

(3) x^y-;P 

(4) f&g* 

( 2 ) . ( 3 ) £ ( 4 ) «§jBU,:f& ( 5 ) £&1dS£U sS^tt Uc 



1 . 
0. 
0. 
20. 
» 



0% 

1 
1 

0 



(8) 
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[00 3 6] ttMM2 



( i ) C M cd 2- ( h5v^-4-rsy^f-y^^DA.df^i/ 

jjlVX- IV* * is ) - 5 - b F x5 



(2) x?y-;W 

( 3 ) flK* 

[0037] mm 

-»3E*»<9=5rS 1 05I»^)*ttt^rux"7«>xlMRft 
JSC, -&JgA-.y^rXHB#|iJ« (gl6cm)Ct, 

ft. 2 4aV4 8B«Bmni»0ffl!W*l»*L. fftf 

m^tz^mt o. 5N-*»fe^ h u ^ 3 o g £ jd 

Hjjfegi]7 ?U-A 
A. 

7-t'jy 

-Yvrnbvwsyxr— F 

POE (25) -fef-^x— f;l/ 

FtS^'J^SH-FU^ 
Hfyyl'^WSy^^t^f F 
/'J-fe'J/l't/Xfrw F 



1. 0% 
20. 0 

a * 

[0038] 



[fft3] 









1 5. 5 96 


it** 2 


2. 1 96 



[0039] HSJ^Hfefr&J: die. 4ft9iail&ift 
[0040] 



B. 2- ( Y^yX-A-TtJ^)Vl/yxi^i/)V 
jj/U#-)U** ) - 5 - b F x^ft#BSSSaS 

(K£> A«jft»*7 0t:KJlflRL»J!lt-4. BOJ&fr 
£■ 7 0X:CWS9|jBLfcO%. A £iJD;tfUfc 

a. *?y-;i/ 

-ryTPbVl^'JXx-F 
POE (25) -fef-^X-r/W 



4. 
5. 
8. 
5. 
3. 
2. 
1 . 
1 . 
2. 
2. 

5. 
5. 
5. 



0% 

0 

0 

0 

0 

0 

0 

0 

0 

0 



£#£1 0 0 tt&S. 

[004 1 ] 



4. 
5. 
8. 
5. 
3. 
2. 
2. 



0% 

0 

0 

0 

0 

0 

0 

a 



B. 2- ( h7>-X-4 -TSy^f-^v^D'sdfvyW 



(9) 
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tDVX-lV***/) -5 



mm) mm&tr*. 

[0042] i 

mm 7 



*tf*»W:fatr. -S2 0£fc LXl-o 



bHo4fi^fjftSBHSIBB 5. 0 

5. 0 
5. 0 
£ffc£100i-t!>* 

j , (X3T1). r^^-f<^ rr >Jtj 
0.5 ) . rm&Ls U370) fcLT#««8lfc¥ 
*Sd* 3 7 
[0043] 
[^4] 





3 ^ftO^XD7 


% m m i 


1 . 6 


it « 09 3 


0. 8 




0 


Jfct»fcl3 «fcu 2 - ( 4 - 7 a y ^ ? ;i/ 


0 



[ 0 0 4 4 ] S4 J: 0 "Sl&fr**fclBS««>7 f 

sews a ss. 



[0045] 



B. 





1 . 


5% 




1. 


0 




1 . 


2 




3. 


0 




4. 


0 




2. 


0 




2. 


0 


S/^f-yWcUs/o^y ( 6 c s ) 


3. 


0 




2. 


0 


POE (50) ^W/WX-r/l' 


1. 


0 




Si 


M. 


*B 




& 




5. 


0 




2. 


0 


PEGl 500 


2. 


0 




0. 


08 




0. 


5 




5. 


0 




0. 


1 5 




3. 


0 



c. 



fits* £»*iook-r** 

2- ( h7>'*-4-7$/.X-^i'?0'v5f^/P 

y)-5-tKo^ idtcMaamai 20.0 



(10) 



^¥7-206624 
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